BACKGROUND: Over the last 2 decades, medical providers have increasingly prescribed pharmaceutical opioids for chronic non-cancer pain, while opioid overdose death rates have quadrupled. Naloxone, an opioid antagonist, can be prescribed to patients with chronic pain to reverse an opioid overdose, yet little is known about how patients perceive this emerging practice. OBJECTIVE: This study assessed the knowledge and attitudes toward naloxone prescribing among non-cancer patients prescribed opioids in primary care. DESIGN: Qualitative study design using semi-structured interviews. PARTICIPANTS: Adults (N = 24) prescribed high-dose (≥100 morphine mg equivalent daily dose) chronic opioid therapy in eight primary care internal medicine, family medicine and HIV practices in three large Colorado health systems. APPROACH: Inductive and deductive methods were used to analyze interview transcripts. KEY RESULTS: Themes emerged related to knowledge of and benefits, barriers and facilitators to naloxone in primary care. Patients reported receiving limited education about opioid medication risks from providers and limited knowledge of naloxone. When provided with a description of naloxone, patients recognized its ability to reverse overdoses. In addition to pragmatic barriers, such as medication cost, barriers to naloxone acceptance included the perception that overdose risk stems from medication misuse and that providers might infer that they were misusing their opioid medication if they accepted a naloxone prescription, prompting an opioid taper. Facilitators to the acceptance of naloxone included medical providers' using empowering, non-judgmental communication practices, framing naloxone for use in Bworst case scenarios^and providing education and training about opioids and naloxone. CONCLUSIONS: While patients recognized the utility of naloxone prescribing, we identified important barriers to patient acceptance of naloxone prescribing. To improve the naloxone prescribing acceptability in primary care practice, medical providers and health systems may need to enhance patient education, employ empowering, nonjudgmental communication styles and adequately frame discussions about naloxone to address patients' fears.
INTRODUCTION
Over the last 2 decades, medical providers in family practice, general practice and internal medicine have increased opioid prescribing for chronic non-cancer pain (CNCP), representing nearly half of the opioids dispensed in the US. 1, 2 Alongside an increase in sales, death rates from prescription opioids have quadrupled since 1999. 3, 4 Thus, primary care-based strategies to address the opioid overdose epidemic are needed.
Naloxone is a short-acting opioid antagonist used to counter the effects of an opioid overdose. Recently, the Food and Drug Administration approved intramuscular and intranasal devices for use by non-medical personnel. 5, 6 Federal and professional guidelines, such as the Centers for Disease Control and Prevention's (CDC) Guideline for Prescribing Opioids for Chronic Pain, have endorsed naloxone prescribing for patients at risk of overdose. [7] [8] [9] The education that accompanies naloxone prescriptions can also help patients understand the overdose risks associated with opioid medications. 10 Large health systems have now begun to promote naloxone Bco-prescribingf or patients prescribed opioids for CNCP. [11] [12] [13] Prior research suggests that providers may be reluctant to prescribe naloxone to patients with CNCP because of several logistical and attitudinal barriers.
14 One important provider concern was that patients with pain may be offended or feel stigmatized by the offer of a naloxone prescription.
14 However, little is known about whether this concern is justified and how patients perceive overdose education and naloxone prescribing in primary care. Our study was designed to understand patients' perspectives on these practices. We also sought to identify barriers to and facilitators of patient acceptance of naloxone. Our goal was to help equip providers with strategies to enhance patient acceptance of naloxone.
METHODS

Study Design
Between June 2014 and November 2015, we conducted qualitative interviews of patients prescribed high-dose opioids for CNCP. A qualitative approach was used to elicit participants' personal (emic) perspectives on overdose education and naloxone prescribing, given the minimal available knowledge about patients' views of this emerging practice. 15 This study was approved by the Colorado Multiple Institutional Review Board and the Kaiser Permanente Colorado Institutional Review Board. We received a Federal Certificate of Confidentiality.
Study Setting
We recruited patients from eight separate clinics within three health systems: a large network of federally qualified health care centers (Denver Health), a managed care organization (Kaiser Permanente Colorado) and an academic medical center (University of Colorado Hospital). In two systems, takehome naloxone was prescribed to patients who presented to the emergency department for an overdose. In one system, primary care providers received letters identifying patients who could be good candidates for naloxone based on receipt of high-dose [>200 mg morphine equivalent dose (MME)] opioids. During the conduct of the study, Colorado passed legislation that permitted medical professionals to prescribe naloxone to individuals as well as family members, friends or other bystanders in a position to assist an individual experiencing an overdose. 16 Legislation was also passed permitting outpatient pharmacy naloxone distribution under a standing order. 17 A standing order is a written instruction issued by a medical practitioner that authorizes pharmacists to distribute naloxone directly to patients without a prescription.
Participants
Using electronic medical and pharmacy record data, we identified patients who were 21-65 years old and had received three or more opioid prescriptions on three distinct dates within a 90-day period with an average daily dose of 100 MME or more. We then excluded patients with a BDo Not Resuscitate^status or cancer diagnosis in the previous 12 months. Among patients identified using electronic health record data, we randomly selected 186 participants, who were recruited using mailed letters in five waves. We conducted additional eligibility screening of those who expressed an interest in participating to determine whether they were still patients at one of our participating health systems and still on high-dose opioid therapy (i.e., had not tapered to a lower dose). Those who provided informed consent and completed an interview received a $25 gift card to a local grocery store as compensation.
Methodology
The interdisciplinary research team, consisting of clinicians, an anthropologist and health services researchers, developed a semi-structured interview guide informed by the findings of prior clinician focus groups, 14 the Theory of Planned Behavior 18 and the Health Belief Model 19 (see sample questions in the Online Appendix). The primary interviewer was a doctoral student with training in qualitative methods (S.M.), who was assisted by a doctoral level anthropologist (S.K.). While the focus of the study was on patient perspectives, two participants felt more comfortable being interviewed with a caregiver. Thus, we allowed caregivers, including family members and close associates, to accompany participants during interviews. Participants (including caregivers) provided informed consent. During the interview, participants were asked to characterize their prior education about the risks of opioid medications, concerns about overdose from their medications, knowledge of and experience with overdose and knowledge about naloxone. Since many participants had limited knowledge about naloxone, the interview guide used the terms BNarcan^(the brand name) and Bnaloxone^and included a description of naloxone/Narcan. Participants were also asked to reflect on their communication with and trust in their providers and how they would want to receive future information about naloxone and overdose. Participants completed a brief survey of their demographics, opioid medication use and history of drug abuse treatment.
Data Analysis
Interviews were recorded, transcribed and uploaded into ATLAS.ti software. Using the theoretical models that informed our interview guide content and our prior findings, we created an a priori template of codes. 14, 20 Using this template as a guide, two analysts (S.K. and S.M.) independently coded two transcripts for both manifest and latent content meaning 21 using ethnographic, iterative methods previously described.
14 The analysis incorporated both inductive and deductive approaches by assigning predefined codes to text (deductive) and assigning new codes to emergent findings (inductive). 22 Other research team members (I.B., J.G. and E.G.) applied this code list to an additional two transcripts to refine dimensions of the existing codes and identify new codes. The revised code list was then applied to the additional transcripts. In frequent meetings of the entire research team, the team discussed coding inconsistencies and convergences, identified additional codes emerging from subsequent interviews, refined the coding scheme and ensured consensus, thus improving the validity, consistency and credibility of our findings. 23 Codes were subsequently categorized into larger groupings, representing themes. Interviews were conducted until the study team agreed that thematic saturation had been reached. 24 
RESULTS
Of 186 randomly sampled patients sent recruitment letters, 60 (32 %) expressed interest in participating, and 51 (27 %) met all eligibility criteria. Twenty-four (13 %) participants (two with their caregivers) completed a semi-structured interview ranging in duration from 35 to 90 min. The remaining eligible participants (n = 26) did not schedule or attend their interview appointment. Table 1 shows that participants had a mean age of 53.9 years, were mostly female (66.6 %) and reported being prescribed opioids on average 11.2 years (median = 8.0 years).
Below, we provide themes that related to our underlying theoretical models and emerged from the data.
Barriers
Patient-level barriers that reduced enthusiasm for naloxone are represented in six themes: (1) limited prior education about opioid risks; (2) limited knowledge about naloxone; (3) low perception of overdose risk; (4) fear of exacerbating providers' concerns about opioid misuse; (5) fear of consequences and loss of pain treatment if naloxone is used; and (6) pragmatic barriers.
Limited Prior Education About Risks of Opioid Medications.
Participants reported that they had received little prior overdose education in primary care. When asked about any education that they had received about overdose from their medical provider, participants struggled to recall discussions about the risks of opioid medications. If these discussions had occurred, they took place years previously at the initiation of opioid treatment and had not been revisited in subsequent visits. Participants acquired knowledge about overdose risk from their own prior experiences or those that family members or close associates had experienced.
Respondent: I have a very good friend that had a daughter and her daughter overdosed on medication and she died…It's nothing to play with. It's serious medication. Something not to be played with or used as a recreation drug.
Other sources of information included popular media:
I don't know much about overdose. I don't have any personal experience with it. I don't know anybody who has overdosed except what I've read in the newspapers.
In some cases, patients described past opioid risk behaviors, in part due to lack of knowledge and education: Limited Knowledge About Naloxone. Participants in our study were largely unfamiliar with naloxone.
Interviewer: Have you ever heard of naloxone or Narcan before? Respondent: Never have.
If there was familiarity with naloxone, it was generally in the context of heroin use rather than opioid use for CNCP.
As much as I know it's [naloxone] for a heroin overdose.
Low Perception of Overdose Risk. Some participants believed that opioids were associated with inherent risks. These participants understood that simply using opioid medications, even as prescribed, could put someone at risk for an overdose and they tended to perceive themselves at risk of an overdose:
Interviewer: So, do you feel like you…are at risk for overdose? Respondent: I always think there's a risk, yeah…be-cause it's still…a pain medication.
In contrast, another group of participants associated overdose risk with being confused, attempting suicide or Babusing^the medication. These participants dismissed the possibility of experiencing an overdose because they were taking their medications Bas prescribed^and only to treat their pain.
I know that people have died [from an overdose]… Yeah, it's serious, but I think also that either they had mixed their pills, you know, and got confused or some people really just right out abuse them and was trying to get a high or something and abused them or were seriously trying to kill themselves and did it. That's the way I see that, but I think if you take them as prescribed, you're OK.
Associating medication abuse with overdose led participants to perceive their overdose risk as negligible. These participants did not see a need for naloxone.
Interviewer: Do you think it would be helpful to have naloxone prescribed to you? Respondent: No, because I don't over take my medicine. I only take it as prescribed. I've never overabuse…I don't abuse my medication so why would I need it?
In general, a prescription for naloxone was perceived to be beneficial for people who might abuse their medications, but unhelpful for those who use their medications Bas prescribed.Ŷ ou need to find a drug addict who overdoses all the time…it [naloxone] might work for them, but for me, it won't work.
Fear of Exacerbating Providers' Concerns of Misuse.
Another barrier to naloxone acceptance was participants' fear of exacerbating medical providers' perceptions of them as Bdrug abusers.^Participants reported that their medical providers were inherently skeptical of their pain and motivations for seeking pain treatment and that they had to continually prove their pain was legitimate.
And so it's not like you go in and you go, 'I'm in pain, can I have some Percocet™?'…You have to prove to them…that you need the pain relief.
Participants' perceptions that their medical providers did not believe or legitimize their pain contributed to difficult interactions with providers around pain treatment. This struggle to be perceived as an Bhonest^patient with Blegitimate pain^influenced the way that patients interpreted naloxone prescriptions.
If I had not heard what your description [of naloxone]
was, I would probably almost be offended or something. I might be like you think I'm abusing them [my medications].
One participant described how she had to battle preconceptions of patients with chronic pain as Baddicts^to obtain treatment for her pain: I think they [previous medical providers]…believe that people with chronic pain are addicts. They just put them in that category. I mean I don't know what it's like for other people but it's just been a battle…I don't need that. I have a life to live. These concerns were reinforced by poorly communicated opioid policy changes and risk mitigation practices, such as urine toxicology screens.
Interviewer: You talked about also having to do the UA's [urine analyses] for a previous doctor… Respondent: Oh yeah, you do that at the pain clinic every time…I hated it because I had to move to Kentucky and they did it and I wasn't used to it and it does make you…feel at first like you're…there's something wrong…you're an addict.
Participants were worried that naloxone prescribing in primary care would exacerbate providers' concerns about opioid misuse.
Of course it's [naloxone] going to raise red flags. They're [providers] going to wonder why you need that drug [naloxone]…I mean maybe the pain department would understand that better, but I don't think so.
In the context of increasing use of risk mitigation strategies, intended to limit opioid diversion and misuse, participants interpreted naloxone prescribing as a judgment on the legitimacy of their pain and their motives for seeking pain treatment. One participant, who acknowledged the utility of being prescribed naloxone, demonstrated a reluctance to embrace naloxone because she did not wish to reinforce the stereotype that she was misusing her medication:
Well, I guess you could look at it two ways. You could look at it as well, you know, if [an overdose] should accidentally happen, [naloxone] would be a good thing, or you could think, 'Well, do they think I'm at risk for [misusing my medications]?…or are they doing this more out for my protection?
By accepting naloxone, participants worried that they would unwittingly reinforce medical providers' skepticism of their pain and concern that they were at risk of overdose:
[The] thing about it [accepting naloxone] is that you are giving the signal that you believe that you are going to intentionally overdose because you're already saying I'm going to overdose, I need something for it.
Fear of Reprisals, Such as Loss of Opioid Pain Therapy. Participants expressed concern that accepting naloxone, or using it to reverse an overdose, could negatively influence their provider's perception of them, resulting in reprisals such as the loss of opioid pain therapy. One participant with HIV described being rebuked by his medical provider for being honest about taking extra opioids after vomiting some opioid tablets he had taken with his antivirals. This prior experience made him reluctant to disclose potential naloxone use events to his provider: I was totally honest before and I got screwed…If I agreed to have this [naloxone] in my house and God forbid something happened and I had to use it or someone had to give it to me or whatever, I don't think I'd come back and tell [my doctor] that I had to use it. Just because of the way that everything's been treated… Participants also reported that a fear of opioid medication tapers negatively influenced their trust in and open communication with their providers. One participant was afraid that her provider was Bgoing to take my [opioid] medicine away and I'm going to be in pain.P ragmatic Barriers to the Acceptance of Naloxone. Patients identified a number of pragmatic barriers to accepting naloxone. These barriers included concerns about the cost of naloxone, possible adverse events and drug interactions, fear of the immediate physical effects of naloxone, how long naloxone would last before expiring and the absence of a caregiver to administer naloxone. These and other pragmatic barriers are reported in Table 2 with illustrative quotes.
Facilitators
Potential facilitators to patient acceptance of naloxone included (1) recognition of the utility of naloxone to prevent overdose death, (2) providers who engaged in empowering and non-judgmental communication practices, (3) naloxone framing and (4) training and education for patients and caregivers who might administer naloxone.
Recognition of the Utility of Naloxone. Participants who believed that taking opioid medications was inherently risky viewed naloxone as a valuable tool that could be lifesaving in the event of an overdose.
Interviewer: How helpful do you think it would be to have Narcan at home in case you overdosed? Respondent: It would be very helpful…just in the event that it may happen, it'd be nice to know I have that preventive…medicine there for me.
Empowering, Non-Judgmental Communication Practices. Participants suggested that providers' approaches to prescribing naloxone were paramount to patients being receptive to naloxone.
They should know how to approach a person who might benefit from it [naloxone] in such a way that it's not offensive or judgmental.
Participants characterized empowering communication practices as listening and being responsive to their needs, having a non-judgmental attitude, recognizing and giving legitimacy to the patient's subjective experience of pain and involving them as active participants in their pain treatment plans. One participant emphasized the value of listening to patients without transmitting personal values and views onto the patient:
Non-judgmental, listen and respond and don't put your values or views on that person…take out your personal feelings and listen to the person.
How Naloxone is Framed. Participants raised several ways of framing naloxone that could enhance its acceptability. Framing naloxone as a medication only to be used in a Bworst case scenario^resonated with patients who did not consider themselves at risk for an overdose as it communicates the Briskiness^of the medications without judgment. Comparisons between naloxone and other safety measures that are useful in unexpected situations, such as seat belts and fire extinguishers, resonated with participants.
It's like a seat belt. You don't plan on getting in an accident but if you do it's good to have the seat belt. I can see the fire extinguisher analogy…it doesn't mean you're going to go set a fire, but it's [naloxone] there just in case so it could save lives.
These approaches to framing were acceptable to participants because they highlighted the risks of the medications and value of naloxone, while reducing concerns about the perceived association between naloxone and medication Babuse.T Adequate Training and Education. In addition to receiving a prescription for naloxone, participants described the importance of being educated about the risks of overdose: BEducation is definitely the key.^Another participant described the importance of training on when and how to use naloxone:
I would want to have a class or a long discussion with a doctor so that it was recognized when it [naloxone] was appropriate and how to use it.
Education and training would be beneficial to address many of the pragmatic barriers cited in Table 2 , such as the ability to identify an overdose and administer naloxone correctly.
DISCUSSION
Our study explored patients' perspectives on naloxone prescribing for patients on chronic opioid therapy in primary care settings. Our findings highlight gaps in prior education about overdose risk among patients prescribed high-dose opioid therapy. Findings suggest that providers should continuously educate patients about the risks throughout the course of treatment. When provided with a description of naloxone, patients recognized its utility and ability to reverse potentially fatal overdoses. While participants understood the utility of naloxone, they generally did not perceive themselves to be at risk for an overdose. They equated overdose risk with misuse of opioid medications, which in turn limited their perceived need for naloxone and its acceptability. The thought that requesting naloxone would prompt their provider to consider tapering them off their pain medication represented a significant barrier to naloxone acceptance. These concerns have implications for how providers communicate the inherent risks of opioid medications and consequences of naloxone use with their patients.
Prior research in community-based overdose education and naloxone distribution programs (not based in health clinics) has suggested that participants were unfamiliar with naloxone, but strongly in favor of receiving naloxone. [25] [26] [27] [28] These programs typically serve people who use illicit pharmaceutical opioids and heroin and who may be more likely to administer naloxone to peers than participants in our study. Unlike patients in primary care settings, participants in community-based programs do not have to fear losing access to opioids by accepting a naloxone prescription. A study of US veterans prescribed opioids for opioid use disorder treatment and/or CNCP reported that participants were generally unaware of naloxone, but were interested in receiving a naloxone prescription. 29 Due to low perceived overdose risk, participants in our study believed that a prescription for naloxone would be beneficial for other patients, but less beneficial for themselves.
The recently published CDC Guideline for Prescribing Opioids for Chronic Pain encourage medical providers to use urine drug testing to assess patients for use of illicit drugs, monitor their patients using prescription drug monitoring programs and adhere to opioid dose thresholds. 9 As a result, providers may feel compelled to adhere to these guidelines. In light of our findings, these risk mitigation practices could alienate patients and hinder open dialogue about risk behavior and naloxone acceptance.
To improve our understanding of naloxone uptake in primary care, future qualitative studies could explore the perceptions of caregivers and patients who decline naloxone prescriptions. We sampled patients from a single state but diverse health care systems. We found few appreciable differences in patient perspectives across sites. Future quantitative studies could sample a more nationally representative sample and measure the prevalence and relative importance we identified. Additional studies should then assess whether addressing the barriers we identified would increase naloxone uptake.
Several barriers identified by participants in our study correspond with previously identified provider barriers, 14 such as the prohibitive cost of naloxone and potentially stigmatizing aspects of naloxone. While providers expressed concern that prescribing naloxone may be considered stigmatizing, 14 patient participants suggested that naloxone could be prescribed using a patient-centered approach that is empowering and non-judgmental. Naloxone could be framed for use in a Bworst case scenario,^as Bfire extinguisher^or as a Bseat belt^to affirm providers' concerns about their patients' safety and potentially increase patients' acceptance of naloxone. Different approaches to framing could be tested in future research. Future research should evaluate whether the universal prescribing of naloxone would result in greater acceptance among CNCP patients and ultimately reduce mortality. Overall, we conclude that despite low perceived overdose risks, naloxone was acceptable to patients on high-dose chronic opioid therapy and that their concerns about naloxone could be addressed through enhanced communication with providers.
